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Abstract not available for CN1 118136 

Abstract of corresponding document: W0941 8954 

In accordance with the present invention, there 
are provided compositions useful for the in vivo 
delivery of a biologic, wherein the biologic is 
associated with a polymeric shell formulated from 
a biocompatible material. The biologic can be 
associated with the polymeric shell itself, and/or 
the biologic, optionally suspended/dispersed in a 
biocompatible dispersing agent, can be encased 
by the polymeric shell. In another aspect, the 
biologic associated with polymeric shell is 
administered to a subject, optionally dispersed in 
a suitable biocompatible liquid. 
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fcfMS** 7 15 96 Iff P&fflffi* 3 Jff 
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(BJ)H 1456 ^ 



6. fateMl-gji 3 t^i&##*ri&#Ji& U 

7. 6 <§$&^,£ t^^^tb^l^- 

(a) CxFac+y-zAz^t 
X=l— 30, 

Y = 2j^.^ X>2 0.^-2;^ X>4Bt^L- 
4, 

Z=0 £(2X+Y-l)#'HH*r&!fc,*» 

A ffrjM^t5#,-CN,-OR,£t R 

&#&,£fc:£#-&(alkanoyl) , H^.^Bf-^(fluoroalkanoyl) , 
^ ^S^&Calkenoyl) /&&^Bf-;g.(fluoroalkenoyl) , 
(alkynoyl) , It^&Sf- Jl-(fluoroalkynoyl) , 

(b) [C x F 

Y' =+l 5 it.£ X^2 &-3;&i§ X^4 A 



J=0,S,N,P,Al i£.Si, 
a=l,2,3,iL 4 #» 

*h3^# J£3,it. 

(c) A'-[(CF 2 )x-0] c -A",^t: 

A'£i&a^,lS>,-CN,-OR,£t R4:H^ 

A"^tl h iR^tR SlJ.»rJtX, 
C = l — 300, it, 

(d) /C(CF 2 )x-0]c: 



e'=2— 20, 




10. *L#*L*I**7 + 

11. + 

12. te4M*#J*£ 3 Mita.&*b,fr + f?ti&itiM3&tY&. 

13. *L#*L#J**. 12 ^feL^,*t #h£<$it«l&^ 
30 ^&%^tfmfo&M%&&#£&tf]&,£r% 2-30 >^ 

2-30 ^^-^^^^^^^^ai,^ l- 

3-30 

14. *L**L*J 3 ¥j , * t #Ti£# 15 #7?£'!£iS. 
16. *L4i*L*J**15 + 



5 , a-2- g 3&^- £ M*fc*JVk £ (fibronectin) ,*LJ*#Jfc 
JE.* £ (V itronectin ) , £f & * ^ , A £ C] « * & £ > 

18. *M&&#J*4 17 ^ia^,*t«-^*^*4.^ 

19. fclMsitfJ** 17 #fe^4fr,.fc + 0ri£#*6J!t4..k 

20. 4M*&#]*£ 17 4$*a4-#,.fct^i£#*£A£# 

> K4-g*«ll& ,5& B M S£,i£*flJft , If* , « 
CBtefe > # » /L T J* , *f ^ # , , , Mt , A« , 

carageenan , iff ■£ , £ JR. ,gellan Jft , # I) , jS. £ CJ4MS 
22. ;»MM!U»J:£* 15 tflMfc^/fcX^* 

ij *fcItim&WiL-i*.&<$ > <*>*.*. 



23. ;fM**l#]* £ 1 H&M> , * t H 

24. ^MMa.*]** i ^M^^ ( *txM^*i-^^ 

25. *MMsi#J*£ 1 t^ifc#3^r£.#MM 

, &&m&#L , * 6 JS , 41 , ^ £. £ , 

26. jfMM*.*]** l t^&#£^>h& 



* tm&>h*#£*fti6i&**i± 10 

2 8 . - *f fa . #■ 1*3 # & 4. # #1 A # >T * , #T it * fk & 

30. -^*,t**^i.4fe*J*^^>fe,^rii^->fc&^ 

31. -^t^#^^^^#.^^^^r^,^^iii±^,e^- 

32. -^/fl^frrt#iMMm# fe^#,#t##lM. 

10 

33. -<t*l^ffl J f*l*3^iiL^« , ^^^73r*,^^r>i- 

34. -^t^ig > fU A -f-M^^^Mfg A -f . 

35. — ^t^**^T^I#MRI *tfct#j#JfiWEJ&-t 

34 



AfcftSf + ^Aa*.^ 10-15 &£<^jM£GMfc)«t, 

1ft ib «. & SU* & . 0 it , & ffititSL to jfc&4/S % t A 
&*."f 10-15 ^rJMU'M^ 7-8 



Strand A [in Microsphere — Biomedical Applications , 
ed.A. Rembaum,PP193-227, CRC Press (1988)] f 

t , c & t at* * $ . , 'i* 

(RES ) , <Mfc^L # jfc ft (MPS ) , #f * Ifc . * f" 

*'14^il^^^^4-T^^^^^^^^^(^4- 

4ti^*^*l#J*ii#. ^,4S^'J NO. 4,073,943 & 

-&I§##'}±/M^*&^J6^I5. PCT S^#J4HFf-£ 
NO, WO85/00011 ^7 Jr^il^i^^l*l^.#^^'J x 



4M:£ 10<TC.£ 150T:#aLi^«*-#$Ut«4>4KdK6 

&it#)i& , 4 . Leucuta A (Internation- 

al Journal of Pharmaceutics vol 41 : 213— 217 (1988) )4$i£ 

v*&# 6 J£#. Lee ^A[Science Vol. 

213 :233-235( 1981)]*»£ gJ-t^J No. 4,671,954 

.« # *I #]&^#r B % . ft fW&'&i*. & ^ * 6 
H*,iM*>&i L *#£#«&&A#&8#*7 FJ 
##*Jflt***»AiM>l«*;tl$ 



^«fi*[Kingston et al . , £U^-#j 5,059,699(1991)], 
*»&;gJ&BB[Mathew et al. , J. Med. Chem. Vol. 35 : 145 
-151(1992)], s^S.^i^'tt. &*f**fc>*<i*$ 

(E)^^M^ttJL#^'r^.^^,^(F)^^^Lt^5^ 



£ 24 ^>Bt^Btr»l ft ,*A4^#*ft4lfW*&. , 
BA.^^i^^^r-^t^jt^iFJSfc^T^ iritis. 

vX&1^i&^###iLf # jR.fi . *t 4fe M & 

^'l±OLi*P^-f 0. 25EU/ml) 0 j^hflf" fciMfr 



X-&itJMMMfcjfc#.**!4$4.»MRI 

NMR 3Mt-f & 1954 7 
& # Lauterbur [Nature242 s 190 - 191 (1973 



l #J&r4i(i #*r4i=io 4 $*r)tf ##£T&** 
« 42. 6M HZ ^*^itjitiR,*4|L,^jtb*4T,**^##- 

t 2 , **B4-fil,«#- 

mri #ffc.&*L— 4.T v^#7^I^^4S-f- 
itj&^T&te. — &i^£&#-tt*Mk£ia&33rtf MRI fch 

X-^,-it#*L^^(CT)^£^^^o £CT + ,X 

X-&&CT *r*T*MMb**$ 
&A. vb&Jht ,CT *x-&XlfeH-*a&** , ?t*. J f$ 



-£»,Edelman &• Warach, Medical Progress 328: 708. — 716 
(1993) ;Edelman &• Warach, New England J. of Medicine 
328:785—791(1993)]. 

ft. IE. J&fct& o , J2. i C-S£C (Gd -DTP A ) ^ V* 
MRI *fr*b*|. £W*fe##«# T, ^*eti«J,v^ 



$ fife" o 

mri £tt<**4UM*(B**ft* 

Mattery 1 t [& SPIE ,626,XIV/PACS IV, 18— 23 



I§ 4.^*1 *», Norton et al. , in 

Abstracts of the 2nd National Cancer Institute Workshop 
on Taxol &-Taxus, September 23—24, 1992) . 

* t *»*f Jit , , J* It C4» *f jfc ft , 4F . 8 ^ # -ft i& 

(*P:4HS. 200— 400mg 

24 'J^^Btr«Jf*l^^>«.i:^ 1 J. 2 tftfi&tfO 

m» , *■ & a ^ * ^ * >h £ # >n ^ >&. « # j*j 16 , 

^^^Af 4t*^(*»^jit,iiFitr^^^j*)^'jrtt^^flt 

. 10 • 



ft%&$L*A # 3L JflUSfB A *» Gd. Mn.Fe 
-f RES it, MNP &^#^*& B /l#£^>h£,^#;fc 

• 11 • 



#;>h&# ft * , ********** i/ft* » 

4F,c ;MH*fc£4fr>h*#4,i.-&*#*r 5— 50 

Jb D &&^TZ%.&&>Y&ti]£.&*-~-ML^& o. 1 j. 20 m 

ft) ^ *r w t^p&&-&& & mwfete. # * ft 

( £ ft * ft ) ( Bp , « # * & 4 H BL # £ & & <tf * 

B 3^it**^it^*^^yfe^|L^*ft(Aft* 
ft)*»^##! 1.7mM 3tm^4fe2,3-«.^«ft-«-J*a8(2,3 

* ft ( & ft * ft ) . *• & ^ 6 «r## * 

* JR & W # - *t # f*J # £ & * * #7 , * 

• 12 • 



flUBI ft ^ * 1*3 > Wl *J ft ,ffi ft ^AA ( , 

M , % M.B. £ , 4/1 A M , 4iUt j& M » jfe $ (anxiolytic a- 
gents ) , Sfr#4t , , Jt&£L:& #1 » &£.4**l #J , 

• 13 • 



(fibronectin ) ,3& J$#i£#,3- 6 (vitronectin) , £f-*Mr 6 % ^ 
&&&& ft 

• 14 • 



( , *. J. » ,*f to j * , i A ft , £ f ft , *p ^ ft , *t € ft , £ 

A# 2-30 ^^^^il|^g|il^#Ii(^^S|C5l^) , 
At 2-30 ^^-^^^,^^5ffii(^,jLCSi,W^ 
1-30 +J&&TW&&&4W&&&%41&(*> 
T^^L-^v:<-t.^^^*-fC^a«,CH3Cl,CH 2 Cl 2 ,CH 2 -Cl 
-CH 2 C1 3-30 +m.J&fftWl&(-b*)*i,Tm 

Ci£ LSI , ( , *t *5 $, fiL^if « ##£j&-f- ^j- 

• 15 • 



* #) »T*5<^ ^ vX^UHM^g-^ , iL 

#JL*tT**tt**#tojL&**^ 10**. 

• J6 • 



to a i A 

2 JBUML*. 7f|-£ Elzone **H+*U£#r»l£*$«fc. 

# Si *NMO . J« l»l ^ «^ ^ *t. SI ^ 0. 1J. 

20*UMLlSl. fciMffc*'JMt,f0£ 0.5*1 lOJMKfil,*. 

51 *l ##L't4i&# o % £ £ *J & # ^ Ait« 

« t #r #1 , %&jL*&P at fil , fi^ * * 

• 17 • 



r 



i a 1000 #/£* 2 q&m l*J ; 50 *4 200 

# H « £<t & © **** » -*t£/L## j'l 5 ifi ti m 

«Ltt , , & *4Hfc#] i-i # # 6 & £&#aa & t #j* 

& 9 # *t*«fc *f *° # . ft u . &4njs.& , * csfc cs§£ ^ 

20r),il^t^^i#-a^^/ fc 4.^^/ t ^^^^^^^ 
4M£#Bg(3,4,5 & 6 ^#j&^fctt«£)M3t4M* j**. 



«-*^*^'HL*ii,#JL,*»i|lAY2(T,atAT)*. J f Ayi»* 
J^,^t$^^^5^Cal^^T^Tv^^J'J,^ 20*C 

/*^ 0 0-80'C 
Ml 0. 1 JL 5 & g) * . S f*) f 

. 19 . 



r 
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J: peg &&te&i$L$L&fyt 0 -JSL*»^*>at*#, 

>y- * , *T £*l -fci* & £ # PE G Ht&totY ( ift 

PEG w^Ofe^tt^Afli^rife**,^^^^*,^^ 

# "f * £ Jft *»i$_t £ fll f*l ^ 4lt ^ Bt ft (Abu- 

chowski -^,J. Biol. Chem.Vol. 252:578(1977)). PEG 

FEBS Letters Vol. 268 ; 235(1990)) . 0 jlb^C PEG $-&3$t£. 
k£ PEG-'*'* , ^Sfc^StikflS-Bg ,^5^M^^Sl ,tresy- 

♦ 21 • 



lates , $ ; PEG , t PEG-Jft, &&i£St , 

PEG &mbAt£'&#i?bfrtii® 
-fctftfi-I. J8 peg *M$L&&ibft&*ru 

&&&&&& ft&$it& + 

#A«*Atftfl A^^ttefl , 

^ ( *» , S£ S£ -ig & (acetominophen ) , ft 4fj- E , ^ & & , 
«* * , & * '* , ft , =. «fe m (trazadone) ^ ) , 

• 22 • 



(ramifenizone ) ,«-*JMN^> , 4$ Jit & 15 C^fT * * , Sfc 
J* . S§ * , * * , * t (duanorubicin) , H t- * , 
(epirubicin) , il # , f *UM?*,#*6 
( Carboplatin ) , & # (BCNU ) , Jffi & , & 0 C X * , -f 

1M$ taxotere #.$L£$t 

teft &Vh$k&M&?S -tUM** , 

** * 4* # A 15 , *»*Mt* , 4** £ , .s. *4UBNF) 

S^,4S^^^(ribozyme)^),4«^^^(^,IGF— 1 

C,A ),*^*^,^#-fr#T|Kmizorobi- 
ne,FK506, $ *L, & \, & 

K&>-kKfL* 

L £ v> 41 (visadine ), £ ft JE /ff * H 

• 23 • 



(halonitrosoureas ) , (anthracycline ) , @J H Ifc, ^ 

&it&4t#r A ^ ^ &. , i* A ^ ilit 4HtSt^*-( 



F 



*«. m * a , aunt* t 

25 #*,«*j*fe;l.tt*3|Ljfc&# 1 &*(1000 $f 

• 25 • 



r 



(Lehninger, in Biochemistry, Worth Publishers, Inc. 
New York, PP. 145-149, I975)£<im£#(i^ a 
^0 4&)&L/£# 64.500MW -fcfca*»S$t«— 

ffl j*****^, t^^M>6 1 #4U£ 
. ^A&i^#6*ijt,4ft#&*^# 2.8. 

-fiz-ix^-^^^^^, 100ml ^^-itft^*.*.^ 21ml #) 

P»(iS. Pp o , g^jfe-ifc^ Pso . *P , 4&jfe.Sr 
#6 50^*fe*»#J)UhaL,*.#*. 28mmH go 

• 26 ♦ 



-ftP»**t»4,^*^*4#JLi^#^. Bit, £4. 

DPG , # £ -f £s J& t ) 7 & ^ jk £x £■ ^ «$ H & , ^ 

*#^&^#i&#£#&^T, J fe.£*# 2,3-DPG ^ir-t. 

JM^g-t* Fe(I )^'jFe(l)^^^^^|L>ft 

• 27 • 



&4U.a**#*t*«***4lti4m(«tt p 60 ), 
*lJz . 

M&*$*jL#¥iA.j6L t 4lfrML 0 £ JUT -f 

^J.^jk^^-^^^^^t^Bt,^^^^ 2,3 -JL 

*fr,#Jt+*L*(tp&100*tf£;fr f SFH 

2. 3-2. 8 %g) t 0 

*I*»,&4S^*J 4,584,130,4,598,064 *> 4,600,531 o 

64,500)^^^#^|f^^^ ( ^ j-^ 32,250) D J3t 
^ *f -&£x^£ # $ 8t fS\ 6$ ^ $j a J^^-fr 

• 28 • 



Pso£iMfoft SI A (24-28mmHg)#fc & &<M:&#(2. 5- 
2.8). 

*]*,££H**J 4,336,248 t4*&7ffcfc*» 
-MH**fc^flfc<£ , ft ttjfcftjMt* 6 frfXfa*. ft] *»/ 
^jfiL^ig-^v^^^#i.^#Ba^. £S-f#]NOS.4, 
001 , 401 , 4 , 001 , 200 , 4 , 05 , 590 *» 4 , 061 , 736 * 7 Jg «. 

fr#3t*£ft<-5'dbA# p 50 >fi 28 tolfcjfc— fc£<£#itjb:#& 
Pbo^J 18-23)#J^f$#ft&&£l.8— 2. 8 f*| 0 .SjJ., 

hfL 'fck [& D H Marks Militry Med. 152 : 473 
(1987)]. 

M^,^T^'liit^^/ t 4.^J^^3tS(COP)^^ 
Ail^ft^*!*. -&£iit,COP 

. 29 ♦ 



*Hfc A&IMl *J o * f JU 3Ut * JS 

PCT 92/06517, -£&i£ 7 ^|L'tt.*b*»^l8,*»^it^|J!|St 
PCT 93/11868 ' ft&itff#1iftft$LK t M*ii&M,'£& 

Fluosol-DA(a>^^^J),^-^IL^^iL^^ ' 
FDA «fc-*Mfcfl-f «l53?3*.^**Af J*. 

(Alliance Pharmaceuticals ) iL£'&3 s ->&-<L n 

Angew Chem. Int. Ed. Engl. 17. 621— 634(1978). 

♦ 30 • 



>- 10 4 +£VM$.&frfr1-,ftJB-$ 10 12 >MMx 
(megamer) 0 *A*#*fc&&JMfe^ 

'li^Til'li^*^ , *t-*r & fc* J&CRBC ) M A # 
**»#£T*J#£B , !',*P Pso-MI l OmmHg f »J ^ 50mmHg 

^ *&*LMt * 6 ^^(IHC ) # # - ^ A 
ft & , 5 f ] # 25 & ffi 1*3 . Xt&tifrWf 



*TJt-f # RBC ^ & . 

4-100mmHg &® ft ££ b /)jMt3-6 
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**m*.*r±QKt#. 9 rs1ku*.£tii&. 6-8g/di 

WW *4r MfcJI 6 JH # RBC ft 

-t #A*SL W # **H±&# ,*J*»^ mhjh Air #6 *>r 

91 * -f ^ * ^ a jfcjj. ^ ^ # ^ ^ 3, ^ A ^ 

* * **t , * ^fc -f » J» ^ jft «t H , 



(IHC)##&„ *ft<W-IHC tfTEM £*JHUt, 

telHC «*^«Jt,^w4L4t4(t^A4tf.«,4f*fc<*«. 

Ot#3j~75nm). # 1^£i&#^J&t >h 
IHC flhaiHC 

^»^^i*«!H:TEM &#UR>f. ^^TEM 

JR £*&J^"/|^# Ej£. ->Hfrtfr«$ t '«K »->Mfr 
^ A #)A & £ . ihc * o t £*r-*t $ * A* 

IHC 25-35nm„ Alt***.-**** 5. 5rhn 

(L. Stryer , Biochemistry , W. H. Free- 
man, New York, 1988) . ^r^,IHC 

*$a^-(wfc4fr)** 4 20 te# 0 BA,-fi&* 3. O^m 

« Bl - 9! *fc*Lfefc: * £ (IRC) 
(&&£$:#)&& IHC t a-ig&fr 

• 35 • 



r 



^ * , a # t& *n A*t* & a* a* * *M a* 4 

7 1HC #*,&<£4Mfe. *f-met-Fe(l)^ 
3, itk* 6 * & , ^ M Hyashi A # i£ Jfc jfc 
(A. Hyashi»T. suzuki.M- shin. Biochim. Biophys- Acta 3l0, 
309 , 1973) Fe ( Iff ) % Fe ( I ) 0 i« jfc A * * 
^*>S.^«4»-6— 9|l|,eiJ*-6 4|«lJ«.i,^»NADP,ft 

# 24— 

14 »TiiTv^^4-*»A^it«t*^ IHCo 

^il^iwjfe^^a*^/*^.*. l &&7 



• 36 • 



*. 1 











4J&fi*tZLMl Hb 




















IHP 




2,3- 


BPG 


IHP 




2, 3- BPG 


(mM) 




















Pl/2 




Pl/2 


n*** Pl/2 


n**A Pl/2 


0 


9.5 


21.2 


9.5 


21.2 


2.7 


22.3 


2.7 22.3 


0.25 


12. 1 


22.2 


11.5 


22.0 


2.7 


24.7 


2. 7 22. 5 


0.5 


15.2 


28.3 


13.0 


25. 1 


2.8 


28.2 


2. 8 23. 2 


1.0 


15. 1 


32. 1 


13.4 


28.7 


2.8 


30.2 


2. 8 24. 9 


1.7 


17. 6 


39.5 


14.0 


32.6 


2.8 


34. 1 


2. 8 28. 0 



P, t * , A log (Y/ 1 -Y ) **A-N$.* A *} * 

(pH7. 4) *&*f # 8 IHC #>KJUt#^i2L&#,IHC # 
& 7 £ # TiaL'feM£^& , met -Fe ( 1 ) , & 
-Fe( I >^^jR 1 -Fe( I )#M#£o IHC 

i&WH£&*f] IHC ££J? A&JMx^&ta^&^&;0T 
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;Mi(^MUi?^te Jt « » n * * -f*.4h* 

A*t*6fci&(9. 5 *f 2. 6?&@ 2) 0 JJT*«]4M,**+#*fc 

Alog(.Y/l -7) 

po 2 =&^>£ 

*fl * & Ait 5- £ # $ #*£4fe*»JM-*4*fttf 
(IHP)fr 2,3— «.*|«t-fc|-jfc#<2,3— BPG)*fc#Jf*» Pso(*P , 
^JM*^)****^**. IHC tM^jU'lfcll 5 ]^ 

IHC *$tHSU£. 4- 1.7mMIHP(17.6 H 2.8)*» 2,3— BPG 
(14 2f 2. 8)#£T n Jt^ttlfcA&Ak^^M^** 
*°(&a 3 1). 

/sum,*, a . 1 2. 8 #iu&,i>£7 

• 38 • 



IHC tfjfct -T #4t*i*,-R ^^it^t/^W* 

4h¥)Vyftttft 0 jMt^-iil IHC #TEM JL#URtf4LA£7 
6 >^Afc*£| 20nm 

#) tf*J§ * 1 5 ) Bt^^^lt 0 IHC je^^iftJt 

•14. IHC ^r£*»£3[&*t 6 >M . 3 

>M»IHC «*i6&Tl^i:^ 10%,,fc££ 6^M,&& 
<LTfN<J 25—30%. 

4M«l£ 37*C,25-C^ 4*CT#'] tfc 7 IHC # il 
4K^Fe( I )6met-Fe(m)#>fc)&£-f 60 >bH 
fr25A. *t#- t , ijUt;^ 

&^TJfcafc-^&fctf Fe( n )jMr*G-*p4H$ 

j^Kfl^-tflr&^Hyashi -3F^i£;& & IHC & 

&tfie*9f£7 *l C*.Xt64Ml IHC 

1. IHC 8 ^Htfl*. 25TC-M-*! 

62. 8T?,#£i&^&,lT## 30^Ht. **Mfc 
0 20%. 
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71. 7'C #£i*aL4.T'0M*- 15 *>\ 0 

&*f-3 : IHC 12 ^4t^^25*C-L^-J'J 

89.5TC#£i*SiLT'*#2#tt 0 

IHC Pso), til tiLte-fr^tiLin 

& *t 7T ^ JS. jSfc$ . , £ # JUM T at'ttitfe. * 0 , ii 

*f-^»^4fe^**.AjR3t*il<ta*b 2,3 - 
— ^Mfc-tH***^ S§ (DPG) ,#r vX -=r $ *tt"?t&$t£.4kff?£'}!k 

Mo tm#^Ak*6;MS<$*Ufe.. W^iEil^-f 2, 
3— DPG 5/_^^^^(p LP )^ jk ^. 

2— * T -2- TSt PLP(-*MSfeit^ititt* 6 0 4*£# 
PLP„ 
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" $ ,, ^(P 50 <28mmHg)£l^l -f"^ 

&*»;0(*pi^jMqbb Pso^)#J.SBt^'l'i5.5 , J^^# 

#-*fi£^i&*t&fliK>&te(Pso). 

• 41 • 



S §1 ffi J* w (boius ) # JMNfcO^jMt^- 6 ) 0 
Hb/FC ^^^h^»J^^i£«i^Ji:^^^^7F 

S*ilitMRIflL$l^«. ,9 F^flL,a J »t«.T*fe* 

s^-f & ft x . * t 

B ^ * & t . > *ttt.#(FC.) , 
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te*Jfe4 4 4M^^*£-ifc-**- & £ t .it * iifl 

ft*.*** 

*» Jfe44£ *5 4fe & te^SUs , GCNU , ft & 4 , U 1) % 

£ (Visadine ) , £ >R,iE^f & J& & (helonitrosoureas ) , & 2f £ 
(anthrocydine) , *>& g) -tp ; j^^*! #J*»££ 

4 FK 506 ^ 0 

£lHC t!£,ft~W&&to&&%*iL$$4hfr%.itL%2\ 
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IHC Mlftt*&&%&ti&%ft&,i£J1\?&!&tyi&+% 

•^^^r(duanorubicin) ,fT** , (epirubicin) , 

,*M6(carboplatin) , m&$L& , -f , 6 , & T *t 

t. a§ £ & iiist^ , f%mwL & m , m st 

, sH-tt^ , JPl&SfcSt <JK.A.StJ*) , * , 
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ihc ^*^isn&*. B it^is^^i^ ^t^ja^-m^ 

— # -f Jr#&^T1ft'l± ; 

— jfc. * 6 >f ft # T 1ft *fc \t J!S * # & & # Jfeitt. 3" 6 Z. 
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a *jfc"*k,*4MJ*J*.RBC» 

— Hb/FC ^t^5c^jfa.^^^i^^bb^^-^t 

— ^ Hb/FC #JMNfc*$*.J5*B.& p0 2 #:£<tf-*t S 
— T#) 19 FMRI fctm$L*> , 3Z& Hb/FC 

— I* 7 is.i&&>h * £ jR, Hb/FC « #15 

— #] PEG at'ft Jfefc* 6 $ 
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*. 

*r*mu& mri tft^^Wfcfl&'flCtf'ftJipF' 

It), 2)«>at^*^ ^4fc**fc,3)^ l H *iit^i»*Wi,»rv^ 

100^iV**)4«3##j££tt&S,FDA C*fc?H7^^t 
tL*^&&^ft}&fc&%J&%L,*X%S,%> Fluosol DA 

(a) Cx F^+^A^t 
x=l-0,fci& 5-15, 



y=2;&£ X>2 Bt,y=0 £-2, x>4 H",y 

= -4, 

z=0 J'](2x+y-l)#tefT£&;*» 

A f" H,(£ F >h#I§-$-,-CN,-OR,£t R 

(b) [C,F 

X,Z,A *»R *»-L^tJtX» 

Y' = + lji X^2 Bt Y' = -l &-3 5 £ X>4 HY' 
= -5, 

J=0 , S, N.P,A1 it. Si, 
a=l,2,3 iL 4,^ 
b = *fjHfr J £ 2,& 

J 4, 

(c) A'-[(CF 2 ) x -0] c -A" t : 

A'&ij -f H, g^^-,-CN,-OR,^-t R £ 

A"i&il H £R,£t R *»-L^X, 
C = l— 200,ffc^ 2— 50,& 
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c' =2-20, 2-8, 
CxF^tf-H^ft-l- e,#(c 6 F 12 ), 

(C 6 F 12 ) ,^&-3- (C 6 F 12 )4F ; 
(C 8 F, 6 )^, 

C^-, , , £ & - 1 - (C 6 F 10 ) , & & - 2 - & 
(C 6 F 1 o),^^,-3-e,^(C 6 F 1 o)f , 

, m°&jk&%. (C 10 F 18 ) -f , 

CxF^^l^.^^CCsF^^^^CCsF^),^^ 
^(C 9 F 20 ),^^^(C 1( ,F 22 ),^^H-J1^(C 12 F 26 )4F, 

CJ^_ 4 W<«,£|t-2, 4- 

CJ^A^ldK^fU ftM(C4F 9 )3N],£&=LTJ&, 

CxF^-zAj ,C, 0 F 18 H 2 , -3p , 

v«ii^li^lL^^^^^^-l,2-r.^^^,^|L 
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f. 15-&-5,£& 18-& -6 4F)„ 

t #*UM*&» ^HfrfL*^)* 4i->MMUSr-5- 

MRI iL£#JMl[Edelnian frWarach, New Eng- 

land J. of Medicine 328 : 785-791 (1993)] „ 19 F- 
MRI it/fl-f jfe-f- .m«,#Jr^"it>itA,^l^^.#^^I 
B &l & ( -£ * ^ W A & & ) # SR ^SH^Jfc.T^OL 
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+ (PET MHttM. flfr«,ftfl-<t-£/M* 
bt#],#fc#3&^PET MRI <L^4i8^^f-^# 

W^^L^f (Neurolyte) fr'^j&f #J (Cardiolyte) 0 

£T ,9 F # NMR ^*^^i^-$4t. 

(fc. MRItf *t ^ ii . 

i&i±&ft &i±£&&Jttl® ft ft ti^tf &&&&&& 
mri HliyMPSLt.. ®^b^^^BtlB]£-^ 0 
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t -r%jM nmr ##&^$4t 0 

tet%Z&$LVL&&tf MRI ##.^&iE.£')-- 

22-55'C&gi*j) 0 «*^^ILit**^4^aA f t.ffl^« 
& & # $ #■» t , £&&Jt£ t £&XiJL * Jfe t ( * 

*i $ . & ^ , &*t # 3t it # , x n 
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^JISIytt(^.iE.+ -b^ttCCiTHs40i], + yL*tlfeCCi9Hs8 
O f ]4F),im(*»+^*t'*CCi9H4oO],r.+— ife*[C22H«0] 
^F). ^,^H-*l-T^(t-[C 4 F 9 -OH;PCR CHEMI- 
CALS)]-^ X&'ti:-££jB.&L'£m&#f*-ft 

£ * , 3)& JUT *£ © £it © **J>&#.*I $ 
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l8f Jk-L^^fl^JIStjr^L'ftA^TS A>&i^"A«.Kabi vitrum, 
Inc. , Clayton, Ncrth (Carolina J£ J'] ) » Nutralipid ( #1 'ft 4£ 

McGaw,Irvine,alifornia 4£f']),Liposyn II (#) ^ME^it-i^ 
^«^^^dk-L^^I^J!8«y^L4t>PL^ 20% 
jtJ.s4l,l- 2%t?f%ffifc 2. 5%-feH*);^TA<. Abbott Labora- 
tories, North Chicago, Illinois %&\) fltyiZLgj 

(*» ,41 Intralipid t ) , $$4fr^^££"*PS&f-*L 
te&^t &*N*«.#'M-?-*.# Intralipid 

1 
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# 3ml USP(£®!§&)5%AjM-63-6 (Alpha v&tf 
^3)&&lLA;&#>&#^(Heat System XL2020 

1 ' 5 0 :tf/l|**Mt 
Elzone,280PC 4^ SJX 

1.35±0. 73 

£$&#&#>fc&;$~l0 9 ^/ml >h£. 
# & , * 6 * ¥i . jft # iii±^ T #r & # 

2 
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> ^ 4 s - * ^ *J 1 50w /cm 2 . £ $ *t i£>$fr *t $ # # . 

&;fc#)3 

2mg/ml #tfL&>:&*t£ USP ^fcUl&to 
# 3ml USP 5%Ajfa.7fr^5-^i&*.JL J f^4t^>*.*^'^ 
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( t *r*i £ A) ^ sa»x^^-*. 

4 

£ 3 *t^&&T(I*p 4'C>25 , C*» 38lC),4Hfr&*»>fc 
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2 







4'C 




38 *C 


0 


7.9 




8.9 




8. 1 


1 


7.4 




6.9 




6.8 


7 


7.3 




8.3 




5. 0 


9 


7.8 




8. 1 




5. 8 


17 


7.8 




8. 3 




6. 1 


23 


6.9 




7. 8 




7. 4 


27 


7.2 




8. 8 




7. 1 



9xl0 10 /ml 3Lf»i] 0 -£&*n,£-&3±Jl^V}$tf)H fl, &Kn$} 

5 

^#&^:l^^,#-*t£;fc&#(&£**>^ Aldrich 
* ) & 3l£>ofc7fr £ # £ (HSA ) » # 
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#iMfc&#>&££#&#-t## 5 teo$J§# 2ml 

'Mtib/E.— «fl»4*r,35— ^S.#24 'Wtfj&*hJE.„£5Ml& 
4MfcT&*#Jlf, jf.JlN'if'tttf 100 **^J5fcfertf 

1 #UO,#JUfc-f #*»tff/*k 24<MJt#te7 
6 

t##^«^I^^A,-4t^20%J.i*,^-^ 30% 

flflS,— *tl$ dk-tT#*I# TPN #],^# 20%_2.ifc 
(SBO) . |§ « 1 $ff/^t #i£&i£#f*3 Ji§ at , >b SL#-f *t*t 
iLi:^ 120ml/kg, i^ijL^-f 1 ^30g tf'bU.X^ft 4ml 0 
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•fc>M; ^ 30 g )'ft^T^tS. aMM^Ml**** 4ml #J4H$^ 
sbo SUfc&^O^SBO 

Wt*b#£,#&^20%SBO &#&&t# 

sbo *kmj5-ftyL%;$i%to.&&&t% 
91 & ft m& # i* , J§ T* JkJ^T # *l SBO #J ( J*J 

v 

5ml ^t&^&viA^'f #*Sl^>h#Jfct.£iU*J§# 
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20%3-ft,L2%&$tyf%1i%*> 2. 25%-tir 
^^&&#>&v^S&vi# 5ml 4-^*t^-##^^L^^ 



& 3 







ii#*lr 1 4 24 .J*8f 48 *J**fr 72 


ft 20 sbo: 


11.4 941.9 382.9 1 *5. 0 8. 8 23.8 


lR^*>h*(20^ sbo: 


24.8 46.7 43. 8 29. 3 24.2 43.4 


fc^#rtf:fe(30^SBO) 


33. 4 56. 1 134.5 83.2 34.3 33.9 
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10ml„ ^^i^MAt-S^ 

PE G— & * *a A £ t , i. - *t T 34 -fc #. J*) ft 2* Bt f«FJ 

9 



0. 1M 

^iMfeSMf "FT Bf-t,*Kf.#-f HPLC j&t 

1. 6mg/ml 0 

ii&«##^&^Sl;&#jfc;&$f ifc 2ml, 2 'MJtBt*fc 
iUt^4fe,#i£i±HPLC «£#£-fJimt4$##If-*. jit 

}&. ##^4fe&*ff-V*t,*&*H-HPLCJ:. ^2*Mt 

10 

PEG— ft &i$M4t 

ft*, ft 

Mo &*»PEG ^-^^4-'li>^tA*ti>^^'l±,4JLiif >t 

# PEG M^-f ^*^*,^v^fRJft*J*-^^4fe^!fe^ 
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— ^- ( Harris Herati ^ & ^ , >jV -Jf -f- Polymer 
Preprints Vol.32 154— 155(1991)) . 

2000g/mol #&&£C-Sf 1%(0. lg 
A 10ml t)#>fc&&*f-f 5%#63-6&&t. 

T*&JMH*#;fl:fc#>ftPEG 

^tx^^ltsit^^^^^Sf.^^^JK^). 

& A. 5 t PEG ^>h**|fc,£|L 

11 

& &#P*J #] /■ -f -h T 4$ ^ t tfti. t I* jL # /f 

Aa^Ai.. ##J£,^g ^Cyclosporin ),~*t#&# 
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iti±#/*>i#^l§,£l'ft^^T^^«f^L.^(^ 30%) 
*» Cremaphor ($.&t^mtti) t r&#7ft<&M£ 

4L#&*&5%#35Ht##*Jl '-20.E1 * 100 o J^#/iac|&• 
& & & , n Jil & & # & ^ £ # *'J # ^ Sand oz 
Pharmaceutica Corporation , PubiicationSDI — Z10 (A4), 

Cremaphor ?I&4$xt*t*»DE&££. 

ep 5 tettTf*. 

*7 7i&&^ Cremaphor fe^Lf-^-Lflrif. 
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12 
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13 

FDA &±4fi4tW).&%4ti&*tft}k*t>t*'*<-tlLjk/>~ 

^^^^^-f^^^^^ 0 a J tb,^^^a^>i:(v^3LA 

*^tt^X*^*|^a*.*)^-jR:«L*i^ft^**!!.^^i*3 

69 • 



ix a 7 ^vnia 7 (fl-f-&#jML£)#&H & jl^.^ 

SL m # * #7 >h £ t , «##4£*fc#i£Jim . IS) # , T v« 
# -ftjfc , -h HL A— B7 , «T *° a 3 & *fl # * 6 #. * £ #- 

ftjfr* JUT *i^r**^*s s #0 
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# 21 £#^>$3U$&^8&(phosphoro thioate). 

14 

3. 5ml 5%w/v jkic^-^(A^.^-^)^XA^:-Dn.»^. 

(Heat Systems XL2020,20KHz,&i^ 
if 400W) o A 55'C#&&# t , 

«£*J 55'C,pH te*J 6.8. ?f-f 4feA^*^,aA**i* 
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150W/cm 2 o &ZQ A^etlS] , 

iiit-^t Sephadex G-25 *Jfc^j&&«lfc-fc/*j-;fr|9| A -f , 
£#$!#>^Mx3-6 IHC 

^t^Aii^iL^ml ^#JU*J 3X10 8 IHC 

7 ^ £ t A * IHC , ^ *>T Jl*t ir& : xt& s 

A'tt*»i£#r. $ 1 ^t^r*&^iti*«^*r,ilit-# Anotop 
x£#iti& 0. 2jxm (Whatman, Inc. ;L*fc*K 

# 't ssfe. it i& * , & M & & ^ # fll * ^ ^ £ ( i& it 
UV— TJUti*S1;|t). IHC ;jfcEJ>t (back washed) *i±&#, 

A'tfit&*#£fl ^flU-^!^ 100KD o ^^itig^L- 
<t*iS.it^ti"ll%^f^*'^. £ 1000G 4$ IHC &&& 
^ 5 ^Ht, -*t#.^$>$k&JsL&#J (64. 5KD)i£ itift 

itJ^o , *^±<30QKD) tt»it&i$#v:<ft4fc IHC . 
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15 

(IHAC)*$*I* 

^/klftfl CS^frit® 4.#&*>ti&-^ 20ml MA 

4$ 3. 5ml 5%m/viii£*6frG*6(>OM^»-kfc:£-G/ 
6 3-i§7bh.te£ 0.5~2<ffl)*x£ > £j*,ifc4*>fc>il£# 
(Heat Systems , XL2020,20kHz,:i.*.*;M L 400W) 
^JS.>^AaJffl.>£A55'C^^S#t. 5&j*4M"£«. 

£#»&ftBft (o~80)^#,<i&£ 55'CTA>&&#&te 0 

pH >TiL^7 6.8. ^)*4fe^*«lt^,aA^fe*J4L^,^J. 

^ii,#Jflr £#^]£H#«£#tfi^;fc.^# 150W/ 
cm 2 . £30 

ml 10 8 ^fctf. 

#&&,£&#-f-^i.&*7 3 j£*7 1 
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16 

^iftfl CSf-fr*.® i.a4t*^* 20ml 3&M>1 

+ ,4$ 3. 5ml 5%m/v it^^^i (Ai,^^)*»AA^,^ 

3£(Heat Systems XL2020,2QKHz, 
400W) o 4f-^#|UMfe,£*Ufc*£ 3.-5ml,j*»AA,gjtti|». 

*i p h^6.8. 7 #J£)r£# 

^B*«llttill^^ 150W/cm 2 o &30#J*l&/fc 
*»J^ifc, ml 10 8 

3 i 
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£#3L*t&-^ 20ml ma 

t,# 3. 5ml 5%w/v 

P X P &■ (Heat Systems XL2020, 20KHz, & k.*ft%- 
400W), ^-^fl||L«.^,^IL^*t(^IL^.^»)3. 5ml 

pH #6.8. 7 teX-t.-7fii. 

*l«r^«$^B*«Hlb4frAJ9&4^# 150w/cm 2 . £30 

Vft%AA&.m*ib%%&*&*'b1\ 

18 
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# * n & & 1) ( ?p * R # P 50 #) & & 

IHC 4 PLP(-*t6^#l£#^1* A 

#)*#jI0U£1OT:£VFJIUL# lOmlJ&JU&tflHC 

PLP/Hb # £ Hi* 0J , tfl*. : 0. i/3. 0 , 0. 75/3. 0 , 1. 5/3. 0 , 

3. 0/3. 0,4. 2/3. 0,6. 0/3. 0, 30 4MtJ& ,*»A^xl 10 

m , 30 vXafc & £ i|.it & '«i£& it 

4'CTfc:# 0 ^#tWf^Mf 6-^^^ 

j**tafc*fcij 2,3-DPG £&&1 : -*a&6£EF6(82)b J-tt'ffr 

&*^*ft#A£'14*$&*.;|.,IHC 4$ Psott* PLP #. 

19 

jS.5£^^^^^lUPEG^^^#^^if^ 0 0 
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j*t,£i*N$ PEG &^arbc t.^flJJft^-fcltWfil. 

4r&£rJ\T>n&$L>\!kVlVEG RBC. 3t&PEGT 

yt*&^T &jfc-#J (^»: Harris ^ Heart Polymer Preprints 32 
: 154(1991)). 

2000g/mol #&&PEG l%##c&(*p 
<t*^— Peg*ft-«ijf4,db»*ai*I 14 t4*& 

£;&#|20 

14 #Ti£#| 4 IHC . t (Beauchamp et 

al. Analytical Biochemistry 131 : 25—33,1983)^^.^.,^ 

10,000 ^f*L-lKPEG 10K)J? 
^(CD1)A>S, J» IHC &#-T 50mM pH 8. 0 tf$4l«US. 
t&t ,*JL;**A PEG— CDlC^itAfc:* 6 

PEG— IHC ii^j&^&,fl£*M»& .^^.t-^-f 



21 
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P H ti. t M&% IHC X., 

& 1%,2.5%,5%*> 10%#iLjfc*$j&)fc*MM&*# 

l— io%„ #fe^itiU£sH££*>*»#. 
*. M.P*ta.&i 30#£;&,;fr#]i^j£i$sMt*$iHc. 

150W/cm 2 o ^iSiX^^^i. 
22 
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M 5mg/ml "f :£.&(SBO) t 

3. 5ml 5%#Ak£-&j£}fc;*X££*»&J64*»A 3. 5ml 

23 

H&T*tI£^ 5mg/ml ^^^tf-t o QLJMtfi ^LfotL- 

4ml #£>fr-&&4L,#£-*-*£#>*&*(w/ 
o £3. 5ml 5%Ak*#f£&i4UL 3.5ml £&*t 

w/olMUt*. A#«30#j&#*^tf&JL#ll&¥''m 



24 
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*64HP. #W»,#3F-*t#*»IHC ft ft f:#}* 

4Uml ^&*t*&&-5 4ml 4$J.»-&$UL,«##---*t 
*X^i*fe*-(w/o)«t|L4tft. £3. 5ml 5%#jMi3-£& 

i^*Iflt^*bft>ilL*b« 30 *>Jg#*1*£'l£jM**6##, 

25 

*A*^20%^^|L^,4fe<$it«it^A. #2ml4t 
&i£>l#^iiAiL*W*«f # Sprague Dawley <MU 
iiit&Jfl Bruker 500MHz NMR 19 F — MRT &9Wfllt 

i&fl^Mi". J»'I»8LafcA— >M0cm ,9 F^H^«.^J 
Tj *»*L^^»Jv^ TR = 1 *>,TE = 20 256X128 |fc#*g 
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26 

'HtAk^- 6 , fttW * 20%#.;fo# SBO 
Sprague Dawley >b E, 1* » 

A*1-*tHPLC ^JIftsi*t?A.^*^^*!**.^ 

27 
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£ 10 frWttm%L&&J*.i$} 70%£_&, 

&it 10 ^Ht, &J§4*ri£A-4t Pso^I 28mmHg 

IHC &fc&j*W\gl#-f- 

28 

H-^^'tt-jfitit* 6 (iHC)&#'l4*fe.4$ 41 ^-fMfr*l>5^ 

^f^t 0 *^r"* *p p 5 o 

<28mmHg # IHC it ft -fit" 0 # , S ^^Mft^l 

& t if Jl m& , ^ri>L*& & jM* 

-tMNfc^Ao ^Jr^Pso^J 20mmHg # IHC tfH^S^o 
jM£«L ii.itlfeat#4L^iLJ^S^Sf # Sprague-Dawley 

lif ttAofcwMfr. £&flfrilt,fljMUfc4MtiHC 
>M"**Jl£. Jl4M* 1ml IHC 

•91 ihc # II t&flfe^Tr 
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29 

i£i±/h^#**fo&Sf # Sprague-Dawley <Ml(350- 
400g)4&X4f- .^jtaS-f 20%i^jfe.&:i:#IHC 
&&#&i£it4'f 4- 0. 25 *1 92 *B^ffl#.£#*h"l 

k*£r#*#.. #-f ihc *tf)"&L&''A%\&tf)£if\($-3- 
me ^3U&:&ai;t**7 . ^nA^Wfa^b-b- 

30 

IHC 40**r*^«— ^SL'«^*A^^ 

#>Mt-f -fc#lfc*Mf Sprague-Dawley H # '^JSfiL 
fl£*£V**j&*r/-Z-**'A. ^'^lij^X^R IHC(& 
IHC/FC , iS, 6 *6 /FC # *1 I s ! 

^4a^^A**.A( a '«it**^* w CM) to 

CM a-;M,4Ht,##*Ml»*I lO'C &J&fl 140mlIHC ft& 
&Jft£ 12'C#&'^I£ 12 'bBt. (18mmHg)fc. 
IHC 4SJ» J. * 95%0 2 /5^C0 2 "f 
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&:&-fH 31 

*'J$ IHC 4t>*^'«Jt^h*f-f^.tift'ff'«lt*# 

ifc*f'tt*fr4Hjit* , # JL£te £ # i^J&& X £ ft] *»-7f o 
IHC(jMHC/FC,&6*6/FC)#^*fc* 

4TC&ffiJ*a.H-*,500"jL 100ml ^ffliMft 

^###*!#tt4fe#**&.* 15 #4 20 ^#vX;tvX##4fcft. 

32 

•f **±#t&*$IHC(iUHC/F,*6*6/FC)^S. ££*t 

X % 60ml/*Ht #i£&*£- 1§ 1LM IHC &Jft ^ 
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Ringer ^.tUf^^A^. £-£-#ilfc£^J'*m 

a-£*|*#JI VMfr# ihc ^„ i^^^&it* 

Ho a^^-^jk-f jM**j£*tft/H Fluosol-DA,*& 
W $} IHC IHC/FC , ic. 6 * & /FC ) Jjfc J&/ft FluosoJ 
— DA 0 

33 

i*,*^*. ^£t-^MAat,^ 3.5ml^i6 5%W/vUSP 
(*SIS*^)A^itft-^*^ (Alpha S*t4S3J 
A J-J t : , A^ftiM*^ &JL £ *(Heat Systems , 
XL2020,20KHz,3i:^if 400w) o &J&4$Jg>*J?:ft-,t2 
SAS^fet^ 22*C#*>&to A^^t 22-C5ifr ^J^itS: 

il* 1 ^ 6ml + — *t*&(C 9 F 2 o),#>fc;fe^£$ 
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^M^Aii^^^^ml 1X10 9 ^h^ 0 -f 

Jl&# 2 JL# 1 fc*. 

34 

&^|^.£J£(C 9 F 21 N) 

4$ 5%w/vUSP ^A^it^-^^-^(3. 5ml)*»ILJ»4t^ 

7 22^, 

^ & A £ & -H. ^ & J£ [ ( C S F r ) 3 N ] *» £ & -2. T & 
[(C 4 F 9 ) 3 N](1 X 10 9 ^hdfe/ml) ^4^* 2 #t* e 

35 
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# 5%w/vUSP MlA:itMik$*$(Z. 5ml)*»£&£& 
(C 10 Fi8»6ml)^XJl^>SL>fi-*lt,^«»A^*>&*S 

30 # . 7 * * * J* £^#>h 
-H-j^&ftMS;^ FDA *fc*##JUt^<ifo,Fluosol DA 

36 

£&a*^M*:fcfejM$£Jl 15— ^— 5(C 10 F 2 o0 5 ) 

# 5%w/vUSP #A'fcjfc.$-6g- 6 (3.5ml) *»&€.8£ 
( C , 0 F 20 O 5 j 6 m 1 ) *> A J'J j& 4 A & t , # JL « $ & & # & > 

&£&^Jt£#*#*^£,*^*&# 22*C,A 
^BtJW1^^30#\|S)^,^7li^^*}^r^^^# 

37 

H 2 ) 
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% 5<WvUSP #AfloM-&3-6(3. 5ml)*»C 10 F 18 H 2 

£ * -1= « , *«» a a # 22 *c *» a a 1*1 4- 30 #\ 

38 

k 10 ^#^^iX^g.i£it^^^#^4'f 
5ml2%v/vflitlL4t^4fefl6**(* HSA *6#£^#>h!fe 

^fc^^AJijk^t^^J^CFluosol DA) 0 £#£#lH- 

H#JLlf*l 0 Ifc7%&*fctf-&tt*£<>h*#*;fr£ 

fl\flN*M»'IJ-. £ 0. 5,2,8 24 'MH"4&*«t*.IL^^ 

90 *J6£i*;k&flj&#7£, 

i&JL-fiMMfcJfc. 4Mf FDA 4** J. 

39 

^«IL^4fe^*K^^^felL^«IL«.^^ w F 
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NMR it^T^ BrukerSOOMHzNMR &l$$LX$i 
#. &&TftM"F ,t 470. 56NHz. fl,m&#tft 
^fJ.*r^],#JL^^"7t-f#^v^^ 0 ppm Freon(CCl 9 F)*J 
&*M£%%F&> CDCU 5mm NMR A 

* t . &£*tr£:& «&^*,-ia^-87ppin , % 

127, — 128 — 133ppm, 

#HSA *^**^^h*&JL^^A.r£-*fe»&*4. 
D 2 0 tt;*h&&. #JL&#? NMR ^20%v/ 

-81,-121,-122 fr-126ppm *h. &£^*M^&4U^ 

£#*:&;^-80ppm,& — — 125ppm, 

J? CF 2 £gHq#^ Q 

£;&#|40 

A Bruker500MH z NMR & J $QLX%\$l&fa : L&%>#)^ 
HAJt NMR -£ 19 F, 
470. 50Hz. ^iH.**l(d,— — T4l.jt*[d«— DMSO)])^^ 
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EBJTftl, # M^jt it Oppm # Freon(CCl 3 F 

£IL+-:fe£#^.* # 77'C ,#-£-5 d 6 -MDSO 
- 1 5 ! £ £ •£ T A 5mmNM R i& -f . £ ^ I s ) # & *J i'J 

&#^i#,4#li:£#&$;>l,#-81pp m 

-81 ppm (Hz)^i»%&£ %£CC) 

51. 1 102 

57. 0 82 

64. 65 60 

% 7 »MfU&£ 3. A , *» £ £ & a A. & ® , &&r IL+ 
t*»A(# 2%v/v)^^„ *»JL«r^,^^IL+-i*>^'SI* 



— 82ppm 


— 123. 3ppm 




21. 26 


87. 17 


77 


165. 89 


280. 50 


67 


216.6 


341.2 


57 


290. 77 


436. 15 


47 


578. 27 


451.33 


37 


577. 62 


525. 11 


27 
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. * & . n" £ 27 "c j. 77*c & a ^ ifctfaut *a 

, M ft &*t & * * » flLt , & feii 
J-fft& ) # & b M ft & » 

M^ft,t^Mftft1-Xt&.frftfc,R&WH^M*A£.&'$ 

41 

"F B*. 

^tajSMM^ £. 33 *> 34 HSA 

# ^H*^^ 60%^ 1LVL&%> ft >& & >fc , & £ #■ 
2ml ^Ag^C^f . &Ai8j Jk-tT# 

1. .5 #*M£Ti## Siemens 2T MRI £U£(10cm 19 
F £B).^^*Mtfr"]r*|«10 BtlSlCTE)** 300 

*><«l*h«](TR)(256X256 4&*)£#i*.f # l9 F 
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1/2 

1/4 

1/10 

1/50 

1/100 



0. 18 



1.8 

0" 9 



0. 45 



0. 02 



0. 09 



(1/100,0. 02M)itfjMtj*±^#MMUL 



6 300g 2ml 20%v/v * HSA £-£,ft£ 

4 #J&r4*# MRI 10cm # 19 F &«JC 

fcfl T, *»*L^JJLTR = 1 *>,TE = 20 fc*Mt**6* 
# 256X128(Kp,128 -Hqfc*l#«L,16 ^MtT # 

Jlf|£# 19 F MRI a4L*-**^JIf«t?a.*t*^^h!fe^ 



42 



&,S#>&dMM**t£Aftf RES 

£ 10 150g # 2ml 20%v/v « HSA 

•&MRI &*^,ftJf| lOcmF&fflx.^. £*L*B&Tft/fl|L 
JfcSMMfr*.*. *) T, TR = 1 *>\TE = 20 

M2L&mt.& 256X128(?P 128 >Nqft^£Ji|l,16 ^-f-f 

44 
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& 10 ^ttrt**- 300g.#*SU&# 5ml20%v/v * HSA 

P-gjif-). 15cm i&ffi ft (Siemens 1. 5 4Mr 

4iMRI>«i*i|L*t). yXTE # 10 $#*»TR # 300 #>£>& 
££41(256X256 &l$) 0 ^'^*«t#TfirfliU»WJ*lfi:«.. 
4- 15 *Ht*h«l f*l M 5 4ijUH\#/MU 
^#1££&;M*} 37-CBt^lt4f . 

45 

£lO^#rt& 300g#*IUM*5ml20JWvfcHSA 
£^>h£&J^£#L**£. 16cm i£® t 

(Sienens 1. 5 MRI flUfc4MO. TE # 70 

TR #3#*jMfc/MU256X256#£).4^MUfc4§tf#:fc 

5 $#Jf.# ##Jff#£i5^*t£ 
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46 

ft 3tJ&$LGtJ& a % (Sigma Chemical ) A *I IMf 

1 ,##J#&^-i+|t^(Elzone, Particle DataMtft*** 

^l-f ^^^^^^^ 5&^,:JL#&#^ 

#«3&,^«A^it*t^^^jft.3it#>*fca,A 

47 
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, &it&$k*tL£.4Hk& - lt^4L (GdCl 3 )&& 

, Jl & ^ > ¥ £ , — ft T *t , & 4«#0 -t#, 

4HM'l#*Ljta + ,MJ6*»A/^A-f*ift.('W+»:GdCh,Mn- 
Cl 3 ,FeCl 3 v^3LH^)o Bj&fliMft*&#, j^sfeii^ 
&jfe--f **3 &teJ5*f MRI *ttb*i#./fj ##W^fcSMU*£*a. 
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it m $ m g 




D — 



.1. 



OmN 

BHb S&jfc 




0.2 0.1 0.6 0.8 I 1.2 1.4 

Log(P02/torr) 

S 2 



1.6 



.2. 



